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Inventory of Supplemental Information: Figure S1 . Confirmation of myocarditis occurrence and certain miRNA differential expression after CVB3 infection. Figure S2 . UV-irradiated CVB3 does not induce miR-21 expression. Figure S3 . miR-21 levels in different cell lines after transfection with either miRNA mimics or its inhibitors. Figure S4 . miR-21 does not affect CVB3 replication. Figure S5 . CVB3 induces miR-21 to affect γ-catenin distribution. Figure S6 . Knocking down of YOD1 affects γ-catenin distribution. Figure S7 . Pearson's Correlation analysis of co-localization of desmin proteins with proteasomes induced by miR-21, YOD1 siRNA or CVB3. Figure S8 . miR-21 targets VCL. Figure S9 . Knocking down of VCL interrupts fascia adherens. Figure S10 . Knocking down of miR-21 rescues fascia adherens during CVB3 infection. Figure S11 . A putative model of miR-21 regulation on ICD integrity during CVB3 infection. Table S2 . Oligomers used for cloning and q-RT-PCR Supplemental Experimental Procedures . Knocking down of YOD1 affects γ-catenin distribution. HL-1 cells were transfected as indicated. Cellular proteins were collected for detection of γ-catenin, desmin and YOD1. The intensities of the bands were measured by using ImageJ and the signal ratios were listed below (A). Desmin ubiquitination was measured using proteins pulled down by an anti-desmin antibody (B). γ-catenin distribution was detected by immunofluorescence staining (green) (C). Nuclei were stained with DAPI (blue). Red arrows label the localization of γ-catenin along the cell borders where cardiomyocytes contact each other. Tables  Table S1 . Top 10 potential targets of miR-21 predicted by using TargetScan   Table S2 . Oligomers used for cloning and PCR Oligo name 
Supplemental Experimental Procedures
Viral infection CVB3 (Kandolf strain) was produced from a full-length cDNA clone (provided by Dr. Reinhard Kandolf, University of Tubingen) and propagated in HeLa cells. Virus stocks were aliquoted and stored at -80 °C. Each batch of virus stock was titrated at the beginning of each experiment by plaque assay. Cells were seeded into 6-well plates one day before infection. Transfected cells were infected at 48 h post transfection. Cells were washed with PBS twice before incubating with the viruses diluted in serum free medium. After one hour of incubation with viruses, cells were washed with PBS twice again and supplemented with a complete culture medium. Sham infection (negative control) was performed by adding a same volume of non-infected HeLa cell culture supernatant. HL-1 cells were infected at 10 MOI (multiplicity of infection) of CVB3. Immortalized human cardiomyocytes were infected at 50 MOI. For animal infection, mice were injected intraperitoneally with 5×10 3 pfu of CVB3 in 0.2 mL of DMEM. For group size in microarray analysis, three mice were used for each group (sham or CVB3, 4 dpi or 7 dpi). For q-RT-PCR and WB analysis, five mice were used for each group.
Western blot
Tissues were rinsed with PBS to remove blood and lysed in RIPA lysis buffer (50 mM TrisHCl (pH 7.4), 150 mM NaCl, 1 mM EDTA, 1 % Triton X-100, 0.1 % SDS, 1 % sodium deoxycholate, 1 mM PMSF, and protease inhibitor cocktail) using TissueLyser LT (Qiagen). Cells were washed with PBS and lysed in RIPA buffer as well. Samples were briefly sonicated at 40 Hz for 30 seconds and centrifuged at 13,000 × g for 20 min to collect supernatants. Protein concentration was determined by the Bradford assay (Bio-Rad) using BSA as the standard. Equal amounts of proteins were separated by SDS-PAGE with different concentrations of gels according to the size of the interested proteins and then transferred to nitrocellulose membranes (Pall Corporation). The membrane was blocked with 5% skim milk in TBST buffer (25 mM Tris-HCl, 137 mM NaCl, 0.1% (v/v) Tween-20, pH 7.6) for 1 h, incubated with a primary antibody at 4 °C overnight and then probed with a corresponding secondary antibody at room temperature for 1 h. The signals were then detected by using ECL reagents (Thermo Scientific). β-actin was detected for signal normalization. The primary antibodies used for WB are VP-1 (DAKO), β-Actin (Sigma), Desmin (Cell Signaling Technology), γ-catenin (Cell Signaling Technology), YOD1 (Aviva Systems Biology), Pancaderin (Cell Signaling Technology), α-E-catenin (Cell Signaling Technology). Goat antimouse or Goat anti-rabbit secondary antibodies were purchased from Santa Cruz. Signal intensities were quantified by using ImageJ and normalized to the corresponding controls (set as 1.00).
Immunofluorescence staining and confocal microscopy For immunofluorescence staining, primary antibodies for desmin (1:200) (Cell Signaling Technology), γ-catenin (1:400) (Cell Signaling Technology), α-E-catenin (1:100) (Cell Signaling Technology), pan-caderin (1:100) (Cell Signaling Technology) and anti-mouse 20S proteasome α1, 2, 3, 5, 6, & 7-subunits (MCP231) antibody (1:100) (Millipore) were used.
